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Elucidation of the function of IRAK-M and the establishment of novel

therapeutic approach targeting IRAK-M in human B cell malignancies

RFBEEZO e B 4% ik

Kyushu University, assistant professor, Yoshikane Kikushige

Fpk2 84 A1 H ~ ¥aK2943H31H

CLL/B it U o FlERR ASERR S KX OV T — & fifhr
Experimental data analysis
Rl I

Kyushu University, professor, Koichi Akashi

CLL/B MRt U o T AR SEAE FS L ORI A ST
Clinical data analysis of the patients with CLL/B cell malignancies
EZ ¢

Kyushu University, associate professor, Toshihiro Miyamoto



II. FBROME (RIEHERE)

Fse
Hxld, EERETIEI~Z7 v 77— URMBICOARR L THEIT 5 IRAK-M 47 123
= M%ré) > NERPE F IR (CLINC B W T RFTEICHEBL T 5 Z L 2 R L7,

AL LW OB RIS I D S MAT 2 21T L, S00 B A BBl 5 EFIH D CLL
» IRAK-M %%fﬁﬁ’ﬁﬁ%%ﬁfé* ENTE, WESIZXDH 7 EERISMNIHE
W7o —H A X MU —I2X5 IRAK-M 75 DR BEER M. L., B4 CLL JEH]
iz m\f IRAK-M % %@m%%fﬁzﬁ: BT L2, %I Z o/ 7 o —391 b
AR —IC XD EEREH VT, CLL LS B iilat:iEEIc 1) 5 IRAK-M R EL % E
%LTVK FTETH D,

F7-. Foxix CLL IR 2 Btk IRAK-M 43 F @ 38 By + A 1 = R L O
AT, ZOfER, CLLAIIRICkE T Bfifa L&~ 4% — (BCR) ¥ 7 )/ & IRAK-M
D EAn I HH AR OBLEM 2 7 0T — X — T O RN S R Lz, T7hbb,
CLL iz 31+ 2 BCR v 7 F L N E A IRAK-M 4y F O3 HHEICEES- L T\ D 4
%75:%%5 ZENTET, A% I OITFEMRIT 2 ik T2 TETH 5,

DICARFEED G 5 —2OWF5EEH & LT, CLL U4 oRk# B %HH’%BEF IZONWT
t IRAKM 3D BRFTHFBUZHOWT ERE, Ml 7 e —H A N A N —IZ KD EE
R RWTHT 21T > T2, £ OREE, IRAK-M OFHLNER B M & FEEC ik A B
D B B fE MRS & CLLIE & CTlER W R —E 0% T IRAK-M % HAr k|
HUTHEERH D Z 2R LIz, 37205, WAk B AR O 5 fﬁ*
I IRAK-M 75 F-ORBUCENSH H Z EVHAH L7, BIFEIZZ © IRAK-M 4 %%fﬁ@
EZERETDHA = ALIHONWT LG, BCR v 70 & OREEMIZE B L THFZE
fTLTWD,

Rk 2 9 4 LI IT IRAK-M 431 CLL fifia & 2%\ i B A EIE 2 381 D iRz
FrafoiclB i PEs LT

JEL

We identified the ectopic high expression of IRAK-M, originally identified as a
monocyte/macrophage specific molecule, in chronic lymphocytic leukemia cells
through this study. We confirmed that IRAK-M is highly expressed in primary CLL
cells, but not in the normal B cells from healthy donors, suggesting that the high
expression of IRAK-M is specific to CLL cells.

We performed the expression analysis of IRAK-M in primary CLL cells. To quantify
the TRAK-M protein expression level, we established the intracellular IRAK-M
analysis using FCM. Using this method, we succeeded in quantification of IRAK-M
expression level in many primary CLL cases. We plan to expand the quantification
of IRAK-M in both CLL cells and other types of B cell malignancies by employing the
intracellular FCM analysis system.

In addition to the analysis of ectopic expression of IRAK-M in human B cell
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malignancies, we also tried to clarify the molecular machineries of ectopic high

expression of IRAK-M in CLL cells. Through the promoter analysis, we found the

association of IRAK-M expression and B cell receptor (BCR) signaling pathway in

primary CLL cells.

Furthermore, we expanded the quantification of IRAK-M in other types of B cell

malignancies by employing the intracellular FCM analysis system, and found that

some of the mature B cell malignancies ectopically expressed high IRAK-M same as

in primary CLL cases. Therefore, we try to clarify common molecular machineries of

high IRAK-M expression in human B cell malignancies.
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